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AMENDMENTS 

LISTING OF THE CLAIMS 

1 . (Presently Amended) A method of inhibiting expression of MDM2 in a 
mammal, the method comprising administering to the mammal an effective 
MDM2-expression inhibiting amount of an anti-MDM2 antisense 
oligonucleotide , wherein said antisense oligonucleotide comprises from about 
8 to about 50 nucleotides that inhibits MDM2 protein expression, said 
oligonucleotide binding to mdm2-encoding RNA and being complementary to 
a sequence that overlaps by at least one nucleotide a sequence within the 
mdm2 RNA. which sequence within the mdm2 RNA is selected from the 
group consisting of SEP IDNOS:2.3,4. 7. 8. 9, 10, 11. 13. 14. 15. 16. 17. 
18. 19. 20,21,22. 23, and 24. 

2. The method according to claim 1 comprising co-administering a cancer 
chemotherapeutic agent. 

3. The method according to claim 2, wherein the cancer therapeutic agent is 1 0- 
hydorxycamptothecin, adriamycin, or 5-fluorouracil. 

4. The method according to claim 1 comprising co-treating the mammal with 
anti-cancer levels of radiation. 

r /TA A 1 1 \ A ~ A iviUiUUiMrr nn«/»£»1« 1*1/1 1*11 is"! +V» /=» rV\£±+\r\f\A 

D. (f reSCIUiy ^-VlllCllUCUj /a uituiuu ui imnuiung wcuiw^i it* vivkj^ uiv lnvuiuu 

comprising administering a cancer-inhibiting amount of an anti-MDM2 
antisense oligonucleotide, wherein the cancer involves over expression of 
MDM2 . wherein said antisense oligonucleotide comprises from about 8 to 
about 50 nucleotides that inhibits MDM2 protein expression, said 
oligonucleotide binding to mdm2-encoding RNA and being complementary to 
a sequence that overlaps by at least one nucleotide a sequence within the 
mdm2 RNA. which sequence within the mdm2 RNA is selected from the 
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grou p consisting of SEP ID NOS: 2. 3. 4. 7. 8, 9. 10. 1 1. 13. 14, 15, 16, 17, 
18 n 19. 20.21.22. 23. and 24. 

6. The method according to claim 5, wherein the cancer is selected from the 
group consisting of osteosarcoma, soft tissue sarcoma, breast cancer, ovarian 
cancer, cervical cancer, oral squamous cell carcinoma, brain tumor, 
esophageal cancer, colorectal carcinoma, bladder cancer, urithelial carcinoma, 
leukemia, and large B cell lymphoma. 

7. The method according to claim 5 comprising co-administering an effective 
cancer-treating amount of a cancer chemotherapeutic agent. 

8. The method according to claim 7, wherein the cancer chemotherapeutic agent 
is 10-hydorxycamptothecin, adriamycin, or 5-fluorouracil. 

9. The method according to claim 5 comprising co-treating the mammal with 
anti-cancer levels of radiation. 

1 0. (Presently Amended) A method of increasing p53 concentration, the method 
comprising administering to the cell or to an animal comprising the cell an 
effective MDM2-expression inhibiting amount of an anti-MDM2 antisense 
oligonucleotide , wherein said antisense oligonucleotide comprises f rom about 
8 to about 50 nucleotides that inhibits MDM2 protei n expression, said 
oli gonucleotide binding to mdm2-encoding RNA and being co mplementary to 
a sequence that overlaps by at least one nucleotide a sequen ce within the 
mdm2 RNA, which sequence within the mdm2 RNA i s selected from the 
prou p consisting of SEP ID NOS: 2. 3. 4. 7. 8. 9. 10. 11. 13. 14, 15, 16, 17, 
18, 19. 20.21.22. 23. and 24. 

1 1 . The method according to claim 10 comprising co-administering a cancer 
chemotherapeutic agent. 

1 2. The method according to claim 1 1 , wherein the cancer chemotherapeutic 
agent is 10-hydorxycamptothecin, adriamycin, or 5-fluorouracil. 
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The method according to claim 1 0 comprising co-treating the mammal with 
anti-cancer levels of radiation. 

(Cancelled Herewith) The method according to claim 1, 2, 4, 5, 6, 7, 9, 10, 
11, ui 13, wh ere in t hr nn t hrmr n» C n,„,nlnntirtn hinrlr. to MDM2 encod i ng 
uiRNA \b oomplompn tni y to a sequence that overlaps by at l e ast one 
nu c l eot ide a sequence wi th in the MDM2 RNA, which sequence within the 
MDM2 F J IA i3 j elrrt r ri fmm t ha C rni T ™" rirti »P of SEP ID NPS.2, 3, 4, 7, 
E, 9 , m i d 1 1 , a n d v .hrrri n thr nnt"™" niifmnnrlnnti rt u comprises from n ho nt 
8 to about 50 nucleotid e s. 
5. (Cancelled Herewith) The method according to claim 1, 2, 1, 5, 6, 7, 9, 1 0, 
11, or 13, r v hcic i n tt r ""^""^ nlipnnnrl n ntidc binds to MDM2 encoding 
ii iRNA is complementary to a sequence that overlaps by at least o n e 
imUmddo a cc qu cn r r withi n thp M™ ^ ™ \ whi rl , r.eauonco within t h e 
MDM2 RNA is selected from the group consisting of SEQ ID NOS:13, 14, 
15, 1 6 , 17, 18, 1 9, ? ft , ? 1 . ""^ nnH w 1l Qrcin tn0 "ntiae ni e 

o lig on u c l eo tide com prii ea from about 8 tu about 50 nucle o t id es 

16. (Presently Amended) The method according to elaim 14 claims 1 , 5 or 1 0 , 
wherein the antisense oligonucleotide has a nucleotide base sequence as set 
forth in Sequence Listing as SEQ ID NO:28. 

1 7. (Presently Amended) The method according to claim 15 claims 1, 5 or 10 , 
wherein the antisense oligonucleotide has a nucleotide base sequence set forth 
in Sequence Listing as SEQ ID NO:36. 

1 8. (Presently Amended) The method according to claim 14 claims 1, 5 or 10 , 
wherein the antisense oligonucleotide has a nucleotide base sequence set forth 
in Sequence Listing as SEQ ID NO:27, 28, 29, 30, 31, 32, 33, and 34. 

1 9. (Presently Amended) The method according to claim 14 claims 1, 5 or 10 , 
wherein the antisense oligonucleotide has a nucleotide base sequence set forth 
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in Sequence Listing as SEQ ID NO:35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 
and 46. 

20. (Presently Amended) The o ligo nucleotide method according to eteim44 

r.1mm S 1.5arl0. wherein the oligonucleotide has at least one intemucleotide 
linkage selected from the group consisting of phosphorothioate, 
phosphorodithioate, alkylphosphonate, alkylphosphonothioate, 
phosphotriester, phosphorarnidate, siloxane, carbonate, carboxymethylester, 
acetamidate, carbamate, thioether, bridged phophoramidate, bridged 
methylene phosphonate, bridged phosphorothioate, and sulfone 
intemucleotide linkages. 
21 . (Cancelled Herewith) Th e u ligo nucleotide voiding t n r luim 15, .wher ein 
U i t u lig uii iu . k uli.1p hn n nt I nuu l u u l intc mi.nloo tid t liuL ufeL :,r lrrtnd f rnm t h e 
ge.yW. Qiife uf u lioflpho rn thiuu L t, u li o jph n r nrti thi u mt, ulkylpl inT ^ nnte, 
all^ lp h u.p h ui i u t hinitn, p h o.p h uti i c ater, p ho^ h ui m u idate , lilmrnne, 
uiibuiiat c, camoxyr nothy l c.t a, acetnm irltU t, c arbamate, t h ioether, bridged 
p h up li uiuii ii JiUi, lMirlf/rt m eth yl e n e p liu uphnnntr, hi idg e d pho rphnrn t hionte 
a nd sulfone int c muclcotido linlcages. 

22. The method according to claim 20, wherein the antisense oligonucleotide 
comprises an RNase H activating segment of four or more consecutive 
phosphodiester and/or phosphorothioate intemucleotide linkages. 

23. (Cancelled Herewith) - The m e thod acco r ding tu i h iim ? 1 , wh erein the 
u iitLuL*. oligom irlPo Uot tumprirn- in P T h ue I I u H iv ntinc ^ gm e nt of four or 
H^ensec u ti ^ p hosphod i^t u um l / u i ph o T tinrn tlii u u l t intern unlnn t id e 

linlcag e s. 

24. The method according to claim 22, wherein RNase H activating segment is 
flanked on both sides by a segment of two or more nucleotides that are 
modified to increase nuclease resistance and/or target hybridization affinity. 
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25. (Cancelled Herewith) The m e thod according to claim 23, whoroin the RNase 
II activating segment io flanked on both sides by a segment of two or mor e 
nucleotid e s that arc modified to increase nuclease resistance and/or target 
hybridization affinity. 

26. The method according to claim 24, wherein the nucleotides of the segments of 
2 or more nucleotides are T -substituted ribonucleotides. 

27. (Cancelled Herewith) The method according to claim 25, wherein the 
nucleotid e s of the segments of 2 or more nucleotides ar e T substitut e d 
ribonucleotid e s. 

28. The method according to claim 26, wherein the T -substituted nucleotides are 
substituted at their 2' position with methoxy or methoxyethoxy. 

29. (Cancelled Herewith) The method according to claim 27, wherein the T 
substituted nucleotides arc substituted at their T position with methoxy or 
methoxyethoxy. 
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